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Research Pre WWII

Edward Jenner (1789)

Smallpox Vaccine

Claude Bernard (1865)

Ethical Maxims

Louis Pasteur (1885)

Rabies Vaccine

Walter Reed (1900)

Yellow Fever
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Edward Jenner
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= Louis Pasteur injects his untested rabies vaccine into

Joseph Meister, the victim of an attack by a rabid dog.
The nine-year-old recovers.
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James Lind

SCIENCEphOLOLIBRARY

He was a pioneer of naval hygiene in the Royal Navy. By
conducting the first ever clinical trial on citrus fruit, vitamin C

and scurvy.



Research Ethics Milestones
L

igger Events Ethics Milestones

*The Nazi Experiments 1946
4@ Nuremberg Code 1947

Jewish Chronic Disease Hospital 1960

The Thalidomide Study 1961 B
€@ Amendments to
the FDA Act 1962
*Milgram Study 1963
Declaration of
Helsinki 1964

*From “]’rotccting Study Volunteers in Research? Dunn & Chadwick



Research Ethics Milestones
L

Trigger Events Ethics Milestones

*The Beecher Article 1966

Willowbrook 1972 _
4 US Federal Regulations

*The Syphilis Study Expose
4 The Belmont Report 1979

4@ Consolidated HHS/FDA
Regulations 1981

€ CIOMS Guidelines 2016
4 ICH GCP 2016
‘ National Bio Ethics

Advisory Committee

Declaration of Helsinki 2013



From Nuremberg code to international guidelines.ppt#38. ICH, GCP
From Nuremberg code to international guidelines.ppt#38. ICH, GCP
From Nuremberg code to international guidelines.ppt#21. Declaration of Helsinki (1964)

During World War 11
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Nazi Medical Experiments
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The Nuremberg Military Tribunals in
1946
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The Nuremberg Code (1947)

—

As part of the verdict, the Court enumerated some rules for "Permissible

Medical Experiments"”, now known as the “"Nuremberg Code”. These rules
include:
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The Milgram Study (1963)

—
= ANSNAAIAUNE NS

= AMSUANIATAS
= A-1nKau
= gnnszudlnadan

Deception

Student
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Tea room trade study

Study of homosexual sex in public toilets — S
1960 learoom
Arrests for homosexual conduct resulted ade

Impersonal

from sex in public toilets
Behavior stigmatized and illegal

Sociologist Laud Humphrey decided to
observe men who engaged in this type of
sex by pretending to be the watcher for the
police for these men.

He made detailed description
of 50 sex encounters.

Deception

16



HAVASUPAI INDIAN GENETIC STUDY

= Arizona State University

(ASU) dnmnanzmnvamdududsuns

suenanall (Havasupai) feglunnsudunueon
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Mello MM and Wolf LE. The Havasupai Indian Tribe Case. Lessons for
research involving stored biologic samples. NEJM 2010; 363: 204-5.
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Tuskegee Syphilis Experiment (1932-1972)
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Second phase began in 1933
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New York Times Reported Tuskegee case in 1972

—

Che New ork Times|

Syphilis Victims in U.S. Study

d ]

B Wigaefintiasvu?

sinangam hidl 1973

>4

$9110M0989323UNINAGDY

U Y A Aa
33 ‘1J1E1°’l]1£|ﬂ1°]iﬂ!°]i£ﬂ ﬁgl eV 30

HazAsSOUNII

Went Untreated for 40 Years

By JEAN HELLER
The Asscciated Press

WASHINGTON, July 25—For
40 years the United States Pub-
lic Health Service has conduct-
ed a study in which human
beings with syphilis, who were
induced to serve as guinea
pigs, have gone without medi-
cal treatment for the disease
and a few have died of its
late effects, even though an ef-
fective therapy was eventually
discovered.

The study was conducted to
determine from autopsies what
the discase does to the human
hody.

Officials of the health serv-
ice who initiated the experi-
ment have long since retired.

Current officlals, who say they)

have serious doubts about the
morality of the study, also say
that it is too late to treat the
syphilis in any surviving
participants.

Doctors in the service say
they are now rendering what-
ever other medical services
they can give to the survivors
while the study of the disease’s
effects continues.

Dr. Merlin K. DuVal, Assist-
ant Secretary of Health, Educa-
tion and Welfare for Health
and Scientific  Affairs, ex-
pressed shock on learning of
the study. He said that he was
making an immediate investi-
gation. |

The experiment, called the
Tuskegee Study, began in
1932 with about 600 black men,

22




Tuskegee Syphilis Experiment (1932-1972)

= Tuskegee Syphilis Experiment
(1932-1972)

s 1] 1997 dsu. AQUAYU aanNNUD
EAURIG aunfuasianLily
RERGIE

23



The clearly unethical sexually transmitted infections
inoculation studies which happened in the 1940s

= The US Public Health Service “study”
= Determine the prophylactic capabilities of penicillin.

= These studies were done on Guatemalan soldiers and
prisoners
= Sexually Transmitted Diseases Inoculation Study.

E 1T ] f ! undue influence

.. ¥
&

Undue influence - an offer of an excessive, unwarranted, inappropriate or improper reward or other

overture in order to obtain compliance, manipulating a person's choice through the controlling
influence of a close relative and threatening to withdraw health services



U.S. aboiogizes

for newly revealed syphilis
experiments done in Guatemala

Wednesday, December 1, 2010
President Obama orders bioethics
commission to investigate
Guatemalan syphilis study
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—

B Nuremberg Code (1947)

B Declaration of Helsinki (1964)

®m US Belmont Report (1979)

B CIOMS’ s Guidelines (1991, 1993)
B |CH GCP Guidelines(1995)
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The Nuremberg Code (1947)

—

As part of the verdict, the Court enumerated some rules for "Permissible

Medical Experiments"”, now known as the “"Nuremberg Code”. These rules
include:
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$ Declaration of Helsinki (1964)
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CIOMS/WHO Guidelines

Council for International Organizations of Medical
Sciences 1982
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“Helicopter Research”

CIOMS
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Post trial access to medicine ‘



http://www.cbio.ru/v5/images/library/cioms.gif
http://www.cbio.ru/v5/images/library/cioms.gif

CIOMS Guideline 21111 2016

International Ethical
Guidelines for
Health-related Research
Involving Humans

Prepared by the Council for International
Organizations of Medical Sciences (CIOMS)
in collaboration with the
World Health Organization (WHO)




International Conference on
Harmonisation (ICH)

» Standardize drug development and approval process

 Protocol development standards

» Review by ethics committee

» Researcher responsibilities

« Sponsor responsibilities




INTERNATIONAL COUNCIL FOR HARMONISATION OF TECHNICAL
REQUIREMENTS FOR PHARMACEUTICALS FOR HUMAN USE (ICH)

ICH HARMONISED GUIDELINE

INTEGRATED ADDENDUM TO ICH E6(R1):
GUIDELINE FOR GOOD CLINICAL PRACTICE

E6(R2)

Current Srep 4 version
dated 9 November 2016



The Belmont Report

Ethical Principles and Guidelines for the
Protection of Human Subjects of Research:

» Respect for persons

 Beneficence

« Justice

FHI / N. Herndon



HandIUTIINNIFTIYAING

= Respect for autonomy

vannumsnluyana
= Beneficence

nanwailselevil

= Justice

HaNANNYATI TN
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nanAIstAIsNTuYyaAa

= LU Tananuagasasssuni1svinde

= Walnilavdnalselanduasunaaing
NNINELLRZAR 1]
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nannIstATNuYAaR

(Respect for autonomy or Respect for person)

2 N9LAN TN TN EUL AN L2
NN LA El

= UaNNANIAANRAENILNEINA
= ARz luNTAaRUTA

INFORMED CONSENT
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nanAISIAITN ULYAAR

= MW IuAN A3 uaInRNLUTIEUNILAY
aauwa (Vulnerable persons)
Il Lﬁﬂ
= Wihelsala
= NS U UnLau
win Wihalsadia

AavaaANUIUIANIINLTANUITAN
Winasav
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nanAISIANISNIUYAAA

= AN IUANULTURIUGY waZsSARN
ANUAL (Confidentiality)

E NN99NHIANUALAAIUDUA

= ANTAIUANANTLAUSABILASULIANINEADYR
IULAAR
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nanaalseland

Beneficence

Ninedunsie
Non maleficence

=3




nanaatlsziaaud lunadunsie

= NN5UTLLHUANNRUARTERINIANULFEN
uazatlsslaai (Risk & Benefit)
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Asudseisiuidslaau-ar1uLa e

Risk-benefit ratio
e ———————

2 AAANULREITRNAALLARN DU
= LN L2 AR INACLAA DU

215218201 siaININAIN AULREN

Beneficence or Do No Harm
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Asudszisiuidsiaau-ar1uLa e
Risk-benefit ratio

—

» ANULFELY WANTAULANENALLARN LAY AUIAUDY
ANULFEN

o
Re% l

o
Re% 1

5818211 WANTUINRAMNRFNAT 1198 AU
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NN Y UselauiuaymNLA LI URI2AN2AY/
J9AU

44



a1 la &N

—

= ANULRENNINNE Physical risks
= 2UATIEAAIINNE
= AN LUFURLNE

= ANULRLIGUIARNTR Psychological risks
B WNRATZNUNIYTUAL
x NMSLaLNaAIIUAL

= ANULRNNIIRIAN Social risks
= NNTQALLILEAANMIIFIAN ANTANIIU

= ANULREINNIANSLIU Economic risks
= A laA0e Wiarinsnlulasynisive
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uaneAas554 (Justice)
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